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    Abstract
Chronic kidney disease leads to cardiac dysfunction and ultimately heart failure, however the cellular mechanisms remain unclear. The aim of this study was to characterise cardiac mitochondrial function in an experimental model of uraemic cardiomyopathy (UCM). UCM was induced in Sprague-Dawley rats via subtotal nephrectomy. Mitochondria were isolated 12 weeks post surgery and respiratory rates determined, and calcium-induced swelling monitored spectrophotmetrically to investigate susceptibility to permeability transition. Mitochondrial complex and aconitase activities were measured in submitochondrial particles. Cardiac expression of uncoupling protein 3 (UCP3) was quantified by immunoblotting. Urinary creatinine clearance was significantly impaired (0.78±0.1 vs 1.31±0.1 ml/min Control, p<0.01) and left ventricular hypertrophy evident in UCM hearts (HW:TL—0.46±0.01 vs 0.41±0.01 g/cm, p<0.01). State 4 respiration was significantly increased in UCM mitochondria in the presence of complex I and complex II-linked substrates (CI—46±3 vs 32±3; CII—94±5 vs 77±5 nA O/min/mg protein, p<0.05) while state 3 respiration rates did not differ. Rates of calcium-induced swelling were significantly enhanced in UCM mitochondria, however, no differences were observed in complex activities, aconitase inactivation or UCP3 expression in UCM. These results demonstrate that cardiac mitochondria in UCM exhibit decreased respiratory coupling, although this is not associated with altered UCP3 expression. The observed enhancement in calcium-induced permeability transition may reflect an increased susceptibility to calcium-induced cell death.




  


  
  



  
      
  
  
    


  



  


  
  



  
      
  
  
    https://doi.org/10.1136/heartjnl-2011-301156.26

  


  
  



  
        Statistics from Altmetric.com

    
  
  
    
  


  
  



  
      
  
  
    


  


  
  



  
        Request Permissions

    
  
  
    If you wish to reuse any or all of this article please use the link below which will take you to the Copyright Clearance Center’s RightsLink service. You will be able to get a quick price and instant permission to reuse the content in many different ways.

  


  
  



  
        

    
  
  
    
  


  
  



  
      
  
  
    


  


  
  



  
      
  
  
    

  


  
  



  
        Read the full text or download the PDF:

    
  
  
    
  
    
  
    
    
      
        
  
      
  
  
      


  
  



      

    


    
      
        
  
      
  
  
    Subscribe  


  
  



      

    

    
    
      
        
  
      
  
  
    Log in   


  
  



  
      
  
  
    
  
    
  
      
  
  
    Log in via Institution
Log in via OpenAthens
Log in via BCS  


  
  



  
      
  
  
    Log in using your username and password

 For personal accounts OR managers of institutional accounts



  Username *
 



  Password *
 




Forgot your log in details?Register a new account?

Forgot your user name or password?




  


  
  



  



  


  
  



      

    

  
  
   
  
    



  


  
  



  





  


  
  



  
        Read the full text or download the PDF:

    
  
  
    
  
    
  
    
    
      
        
  
      
  
  
      


  
  



      

    


    
      
        
  
      
  
  
    Subscribe  


  
  



      

    

    
    
      
        
  
      
  
  
    Log in   


  
  



  
      
  
  
    
  
    
  
      
  
  
    Log in via Institution
Log in via OpenAthens
Log in via BCS  


  
  



  
      
  
  
    Log in using your username and password

 For personal accounts OR managers of institutional accounts



  Username *
 



  Password *
 




Forgot your log in details?Register a new account?

Forgot your user name or password?




  


  
  



  



  


  
  



      

    

  
  
   
  
    



  


  
  



      

      
    

    
    
      
        
  
      
  
  
      


  
  



      

    

  
  
   
    
    
    
      
        
  
      
  
  
    
  
      
  
     
          

          

          

          

          




  


  
  



      

    

  
  
   
  


  



  

          

        


        
        
      

    

   

 


    
    
      
          
    

    
  
    
  
    
  
      
  
  
    	[image: British Cardiovascular Society]

  


  
  



  



  



  

      

    

  
    
    
      
          
    

    
  
    
  	Content	Latest content
	Current issue
	Archive
	Browse by collection
	Most read articles
	Top cited articles
	Responses


	Journal	About
	Editorial board
	Sign up for email alerts
	Subscribe
	Education in heart
	Best Research Paper Award
	Thank you to our reviewers


	Authors	Instructions for authors
	Submit an article
	Editorial policies
	Open Access at BMJ
	BMJ Author Hub


	Help	Contact us
	Reprints
	Permissions
	Advertising
	Feedback form





  



  

      
            
        
            
    

    
  
    
  
    
  
      
  
  
    	 RSS
	 Twitter
	 Facebook
	 SoundCloud
	 YouTube

  


  
  



  



  



  

        
      

          

  
      
    
      
    

    
      
        	Website Terms & Conditions
	Privacy & Cookies
	Contact BMJ


        
        Cookie Settings
        
        Online ISSN: 1468-201XPrint ISSN: 1355-6037

        Copyright © 2023 BMJ Publishing Group Ltd & British Cardiovascular Society. All rights reserved.

      

    

  
      
    
        
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

    

  

  
  


